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DETAILED ACTION 

Continued Examination Under 37 CFR 1.114 

1 . A request for continued examination under 37 CFR 1.114, including the fee set 
forth in 37 CFR 1.17(e), was filed in this application after final rejection. Since this 
application is eligible for continued examination under 37 CFR 1.114, and the fee set 
forth in 37 CFR 1 .17(e) has been timely paid, the finality of the previous Office action 
has been withdrawn pursuant to 37 CFR 1.114. Applicant's submission filed on 
9/10/2009 has been entered. 

2. The response filed on 9/10/09 has been fully considered but they are not deemed 
to be persuasive. 

3. The text of those sections of Title 35, U.S. Code not included in this action can 
be found in a prior Office action. 

4. Claims 1 , 3-5 and 7-20 are pending in this action. 

5. The information disclosure statement (IDS) submitted on 9/10/09 is 
acknowledged and has been reviewed. 

6. The rejection of claims 1-5 and 7-13 under 35 U.S.C. 103(a) as being 
unpatentable over Anttila (1 997) in view of Blom et al. (US 6984665) as evidence by 
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Kangas, (1990) is withdrawn based on Applicant's argument that Blom is under the 
same assignee, therefore is not a prior art under 103(c). 



Claim Rejections - 35 USC §103 

7. The following is a quotation of 35 U.S.C. 1 03(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
forth in section 102 of this title, if the differences between the subject matter sought to be patented and 
the prior art are such that the subject matter as a whole would have been obvious at the time the 
invention was made to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 

The factual inquiries set forth in Graham v. John Deere Co., 383 U.S. 1 , 148 
USPQ 459 (1966), that are applied for establishing a background for determining 
obviousness under 35 U.S.C. 103(a) are summarized as follows: 

1 . Determining the scope and contents of the prior art. 

2. Ascertaining the differences between the prior art and the claims at issue. 

3. Resolving the level of ordinary skill in the pertinent art. 

4. Considering objective evidence present in the application indicating 
obviousness or nonobviousness. 

Claims 1, 3-5 and 7-20 are rejected under 35 U.S.C. 103(a) as being 

unpatentable over Anttila (1997) in view of DEGregorio et al. (US 5,750,576) and 



Huebner et al (US 6,387,920) as evidence by Kangas (1990). 
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Anttila discloses administering 60 mg/day of a metabolite toremifene 




Toremiferte to healthy male volunteers that is structurally similar to 




ospemifene administered orally during or after meal (food) and 

therefore reasonably meets the limitation of claims 1 because food would have 
nutritional value and would reasonably inherently cause secretion of bile acids, and 
inherently enhance bioavailability of toremifene. Anttila teaches the food is taken 
"during, after or at a certain time interval to meals" (see introduction as required by 
instant claims 1 and 14). 

Kangas is used to show that metabolites of toremifene result in ospemifene 
TORE III. See page 9, Fig. I. Therefore Administration of a drug that metabolizes to the 
active form in vivo is the same as administering the metabolite (i.e., ospemifene (TORE 
III), see Kangas, page 9, Fig. I) and as claimed. 
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With regards to instant claims 10-13, 16-17 and 19-20, Antilla teaches that 
toremifene (i.e., structurally similar to ospemifene) is administered at a dose of 60 mg 
per day (see sec. under methodology). 

However, Anttila does not teach treating osteoporosis, skin atrophy or urinary 
symptoms, nor does Anttila teach that the compound is ospemifene (as required by 
instant claims 1, 7-9, 14-15). Anttila is also silent at what intervals ospemifene should be 
taken (as required by instant claims 3-5). 

For this reason DEGregorio et al. is introduced. 

DEGregorio et al. teaches ospemifene (see abstract), as required by instant 
claims 1-2, 7, 10 and 12. DEGregorio et al. further teaches administering orally 5-100 
mg mg/day of ospemifene for the treatment of osteoporosis as (i.e., as it relates to 
claims 7, 10-13 and 16-20 (see abstract, col. 3, lines 1-10 and 59-64)). 

However, DEGregorio et al. does not teach the administration of the drug with a 
meal, nor does DEGregorio et al. teach skin or vaginal atrophy or urinary symptoms. 
Although DEGregorio et al. fail to teach treating vaginal atrophy, DEGregorio et al. 
teach the use of these compounds in the treatment of estrogen replacement in 
postmenopausal women (see col. 1, lines 15-19). 

Huebner et al teach treating osteoporosis, skin or vaginal atrophy in combination 
with a SERM drug toremifene (as required by instant claims 7-9, 15 and 18, see 
abstract, col. 35, Iines6-7,and col. 37, lines 20-21). 

It would have been obvious to one of ordinary skill in the art at the time of filing 
the instant application to expand the teachings of Anttila by substituting the drug of 
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Antilla with DEGregorio et al. because, as evidenced by Kangas, toremifene a SERM 
drug that is a metabolite of ospemifene. Thus would have been obvious to one of 
ordinary skill in the art to substitute one SERM drug for another i.e., substitute 
toremifene for ospemifene and treat patients suffering from osteoporosis as taught by 
DEGregorio et al. with a reasonable expectation of success because the class of drugs 
are known SERM drugs which have been known in the art for treating osteoporosis. 

Also, one of ordinary skill in the art would have employed the teachings of Antila 
and expanded the administration of the drug to include metabolites of toremifene, such 
as ospemifene as taught by DEGregorio et al. In summary, one of ordinary skill in the 
art would have been motivated to combine the teachings of Antila with that of 
DEGregorio et al. and Huebner et al. to include administration of toremifene and/or 
ospemifene for the treatment of osteoporosis and skin atrophy because DEGregorio et 
al. and Huebner et al. teach that toremifene (i.e., structurally similar to ospemifene) can 
be administered to treat the varying disorders such as osteoporosis and skin or vaginal 
atrophy. Based on the teaching of Anttila "that findings may help precision of 
administration instructions (e.g. administration during or after meals, or at a certain time 
interval to meals) are well known in the art and are routinely practiced", the varying point 
of administering the drug ospemifene (such as 2 hours, one hour, 0.5 hour) after 
starting the food intake is obvious to be optimized in order to find the most effective time 
interval for administration, as taught by Anttila (see introduction). 

It should be noted that although in this rejection these prior arts of record are not 
indicated, Vasu, FDA (CDER) and Melander (all of record) have been used in prior 
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rejections (e.g., see Paper No. 20080430) to show that the administration of drugs at 
different hours prior to and after food is well known in the art, and therefore obvious to 
perform. 

Maintained Double Patenting 

8. The rejection of the above is maintained for the same reasons that the 1 03 
rejection is maintained. In this instance Applicant alleging that the teaching of Antila is 
away from claimed invention is not persuasive. As evident by Melander et al, it would 
have been obvious to one of ordinary skill in the art to check the bioavailability of food 
effect on drugs before administration. 

Claims 1, 3-5 and 7-20 stand rejected under the judicially created doctrine of 
obviousness-type double patenting as being unpatentable over claims 5-6, 10 and 13- 
28 of U.S. Patent Application No. 1 1 201 098. Although the conflicting claims are not 
identical, they are not patentably distinct from each other because the claims require the 
compound-ospemifene is administered for the treatment of urinary symptoms. 

As evident by Vasu, drugs are known in the art to be commonly administered 
with food or without food. With regard to Applicant's argument that the disclosure is 
directed to enhancing bioavailability and not treating urinary symptoms, there is no 
distinguishing step that indicates that once the drug is administered it would not treat 
urinary symptoms. Likewise Applicant's argument that the disclosure is to enhancing 
bioavailability and not to treating atrophy, because as soon as the drug is available, 
treating will proceed. 



Application/Control Number: 10/777,211 
Art Unit: 1618 



Page 8 



9. Claims 1 , 3-5 and 7-20 stand rejected under the judicially created doctrine of 
obviousness-type double patenting as being unpatentable over claims 1-3 of U.S. 
Patent No. 6,984,665. Although the conflicting claims are not identical, they are not 
patentably distinct from each other. 

As evident by Vasu, drugs are known in the art to be administered with food. 
With regard to Applicant's arguing that the disclosure is to enhancing bioavailability, as 
soon as the drug is bioavailable, treating skin atrophy will proceed due to its 
administration. 

Applicant argues that none of the applications or the patents applied in the 
rejections contains disclosure of enhancing bioavailability. The scope as a whole is the 
same. Administering the drug with or without food is not going to change the 
mechanism of action of the drug in the system. Once the drug gets in the system it is 
available to proceed with said treatment. It would have been reasonable to expect an 
efficacious treatment modality would occur following "enhanced" bioavailability of the 
compound -ospemifene. 

Careful thought have been given to the remarks, but are found unpersuasive and 
the rejection is maintained as in the office action on record. 
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1 0. Claims 1 , 3-5 and 7-20 are rejected under the judicially created doctrine of 
obviousness-type double patenting as being unpatentable over claims 1-3 of US 
6,245,819. Although the conflicting claims are not identical, they are not patentably 
distinct from each other. 

The instant claims are drawn to a method of treatment or prevention of 
symptoms related to skin atrophy, or to treating epithelial or mucosal atrophy in women, 
comprising administering to the woman an effective amount of formula (I) which 
ospemifene, wherein the atrophy is urogenital atrophy. 

The '665 patent claims a method for enhancing the bioavailability by 
administering ospemifene with food wherein ospemifene is employed for the treatment 
of urinary symptoms related to urogenital atrophy in women, or to administering 
effective amounts of formula (I), (i.e., ospemifene). 

The "665 patent differs from the claimed invention insofar as it fails to expressly 
claim a method of enhancing bioavailability. The '665 patent only sets forth a method of 
treatment or prevention of urinary symptoms related to urogenital atrophy as noted 
above. 

However, it is contended that a method for treatment skin of atrophy, or 
epithelial or mucosal atrophy using compound the formula (I), would inherently treat 
urogenital atrophy, as evidenced by the specification of the '665 patent. For example, 
the '665 patent defines the symptoms related to urogenital atrophy as urinary and 
vaginal symptoms (see page3, lines 57-60). Thus, treating a woman with symptoms 
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related to a urogenital atrophy would inherently treat a woman with urinary symptoms 
when ospemifene is administered with or without food. Whether enhanced 
bioavailability is claimed or not does not change the property of the drug when 
administered. 

Please note that this position is entirely consistent with Applicant's specification 
wherein the definition of symptoms related to urogenital atrophy can be urinary and 
vaginal symptoms (e.g., specification, page 4, and paragraph 4). 



11. No claim is allowed. 



12. Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to SHIRLEY V. GEMBEH whose telephone number is 
(571)272-8504. The examiner can normally be reached on 8:30 -5:00, Monday- Friday. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, MICHAEL HARTLEY can be reached on 571-272-0616. The fax phone 
number for the organization where this application or proceeding is assigned is 571- 
273-8300. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). 



IS. V. Q.I 

Examiner, Art Unit 1618 
11/25/09 



/Robert C. Hayes/ 

Primary Examiner, Art Unit 1649 



